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Proponents believe that the most useful guidelines in gauging government actions would be detailed and comprehensive. Although flexibility may undermine predictability, it is reasonable to assume that industry would welcome such a trade-off. Guidelines published as established procedures would be the best option, for the regulatory agencies would not change their procedures without formal notice, but the procedures would not be binding on the regulated parties.
Evolutionary Improvement of the Risk Assessment Process
Proponents of guidelines argue that their use provides a locus for debate, examination, and revision of the selected inference options generally used in risk assessment. By contrast, the argument proceeds, when chemicals are evaluated on an ad hoc basis, the focus of debate is shifted from generic issues to case-specific issues, and the methods and assumptions of risk assessment are obscured from critical view*
Over the last decade, new and refined techniques of risk assessment have emerged. Two important examples are the use of short-term in vitro tests to infer carcino-genicity and mutagenicity and the use of dose-response assessment to estimate the magnitude of human risk at low doses.  Guidelines may have contributed to the evolution of both by proposing generic interpretations that would be evaluated and tested both in theory and in the laboratory. The choice of a low-dose extrapolation model is a specific example. The first guidelines (FDA, 1973) proposed the use of the Mantel-Bryan model. This choice was the subject of much debate (FDA, 1977, 1979b); newer guidelines have suggested that this model has been discounted by the agencies, in part because it is essentially empirical and lacks biologic relevance with respect to current knowledge about carcinogenesis (IRLG, 1979b; EPA, 1980a). Furthermore, the debate over an appropriate model helped to foster a major research effort. The EDQI experiment, also known as the "megamouse study," involved the testing of 24,000 female mice given known carcinogens at low doses in an attempt to determine the shape of the response curve at low doses.
Guidelines that are comprehensive and detailed would invite the most opportunity for debate and evolutionary refinement.